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DETAILED ACTION 

A request for continued examination under 37 CFR 1.114, including the fee set forth in 
37 CFR 1.17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.114, and the fee set forth in 37 CFR 1.17(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.114. Applicant's submission filed on March 3, 2006 has been entered. 

The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

Claim 13 has been amended. Claims 13-17 are pending and under consideration. 

The rejection of claims 13-15 and under 35 U.S.C. 1 12, first paragraph, as failing to 
comply with the written description requirement is maintained for reasons of record. The 
claim(s) contains subject matter which was not described in the specification in such a way as to 
reasonably convey to one skilled in the relevant art that the inventor(s), at the time the 
application was filed, had possession of the claimed invention. 

Claim 13 is drawn to a composition of matter, comprising a formula wherein neither XI 
nor X2 is naturally occurring and wherein the X groups comprise PI, P2, P3 and P4, wherein 
each P is independently selected from the consensus region of TACI, the consensus region of 
BCMA or the extracellular consensus region of TACI/BCMA, wherein P is not the extracellular 
region of TACI, or the extracellular region of BCMA and wherein each P is linked via an 
independently selected linker to an Fc domain, a linear polymer, a branched chain polymer, a 
lipid, a cholesterol group, a carbohydrate, an oligosaccharide, a natural protein, a synthetic 
protein or a polypeptide which binds to a salvage receptor. The claims encompass a genus of 
synthetic molecules which minimally comprise the consensus region of TACI, the consensus 
region of BCMA or the extracellular consensus sequence of TACI/BCMA. Claims 13-15 do not 
limit the functional attributes of the encompassed molecules (it is noted that claim 16 specifies 
that one of PI and P2 is a specific binding partner for APRIL and the other is a specific binding 
partner for AGP-3). One of skill in the art would reasonably conclude that claims 13-15 are not 
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limited to binding to AGP-3 or APRIL. Thus, claims 13-15 encompass a genus of molecules 
which are highly variant because the genus encompasses molecules which differ substantially in 
structure from the naturally occurring TACI and BCMA because "P" need only comprise the 
consensus region of TACI and BCMA. The genus of molecules encompassed by claims 13-15 
are also highly variant in terms of function because the claims do not require that the molecules 
bind to the ligands of AGP-3 and/or APRIL. The disclosure of TACI and BCMA as receptors 
for AGP-3 and APRIL, and the disclosure that soluble forms of the extracellular portion of the 
receptor can inhibit binding to the receptor does not adequately describe the claimed genus 
because the genus encompasses molecules which differ significantly in structure from the 
extracellular portions of TACI and BCMA as said P groups need only minimally comprise the 
consensus regions therein thus encompassing other undisclosed proteins which minimally 
comprise the claimed consensus regions. The disclosure of TACI and BCMA as receptors for 
AGP-3 and APRIL, and the disclosure that soluble forms of the extracellular portion of the 
receptor can inhibit binding to the receptor does not adequately describe the claimed genus 
because the genus encompasses molecules which differ significantly in function from the soluble 
portion of TACI and/or BCMA because the claims encompass molecules which do not bind to 
AGP-3 and/or APRIL. One of skill in the art would reasonably conclude that applicant was not 
in possession of the invention at the time of filing. 

Applicant argues that the instant invention fulfills the requirements set out by the Written 
Description Guidelines 66, Fed Reg 1099, 1 106 (2001) because the specification explicitly 
discloses that TACI and BCMA are cell surface receptors for APRIL, APRIL competes with 
AGP-3 for TACI and BCMA binding, soluble BCMA competes with APRIL and AGP-3 for 
receptor binding and soluble TACI competes with APRIL and AGP-3 for receptor binding. This 
has been considered but not found persuasive. While the above disclosure was necessary for 
enablement of the claims, it is not relevant to limiting the functional attributes of the products 
encompassed by the claims because the claims cannot be read in light of the specification. 

The rejection of claims 13-15 under 35 U.S.C. 103(a) as being unpatentable over Bram et al 
(WO 98/39361, reference B9 of the IDS filed September 17, 2001) in view of Chaudhary (WO 
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99/1 1971 , reference B13 of the IDS filed September 17, 2001) is maintained for reasons of 
record. 

Claims 13-15 encompass compositions wherein Fl is a Fc domain, a lipid such as a 
glycosylphospholipid, or a natural protein such as a transferrin or a hormone or a synthetic 
protein, and wherein a=l and b^O and wherein P is the consensus sequence of TACI with the 
proviso that X does not comprise a naturally occurring polypeptide. 

Bram et al teach chimeric TACI proteins comprising the extracellular domain of a TACI 
protein linked to the Fc domain of an immunoglobulin a glycosylphospholipid, or a natural 
protein such as a transferrin, a hormone or a synthetic protein such as the Fv portion of an 
antibody(page 24, lines 20-34). Bram et al teach synthetic TACI polypeptides comprising a 
compound of two or more subunit amino acids linked by peptide bonds (page 19, line 33 to page 
20, linel). Bram et al teach that TACI comprises two cysteine rich repeats at residues 33-66 and 
70-104 which indicate that TACI is a member of the TNF receptor superfamily (page 4, lines 33- 
34 and page 19, lines 20-31). Bram et al teach a blocking reagent comprising a recombinant 
form of the extracellular portion of the TACI receptor which acts to intercept the normal 
endogenous ligands that crosslink and activate the TACI protein (page 8, lines 1-4). Bram et al 
do not specifically teach the composition comprising a fragment of the extracellular domain of 
TACI wherein said composition comprises the TACI consensus sequence but does not comprise 
the entirety of said extracellular domain. 

Chaudhary teaches cysteine-rich pseudo repeats in the extracellular domain of the TNF 
receptor family, wherein said cysteine rich repeats are involved in ligand binding (page 7, lines 
24-29). 

It would have been prima facie obvious at the time the claimed invention was made to 
substitute a polypeptide comprising residues 33-104 for the complete extracellular domain in the 
fusion proteins as taught by Bram et al , and also to make a synthetic polypeptide as taught by 
Bram et al comprising a cysteine repeat region as a "subunit amino acids" linked by peptide 
bonds. One of skill in the art would have been motivated to do so by the teachings of Bram et al 
on the recombinant form of TACI comprising the extracellular portion of TACI which acts to 
intercept the endogenous ligands of TACI and the teachings of Chaudhary which identify the 
cysteine repeat regions of members of the TNF-receptor family as important for ligand binding. 
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One of skill in the art would expect that a polypeptide which is shorter than the complete 
extracellular domain of TACI would be able to intercept exogenous ligands which activate the 
native TACI receptor as long as said polypeptide comprised the cysteine rich regions identified 
by Chaudhary as important in ligand binding. 

The rejection of claims 13-15 under 35 U.S.C. 103(a) as being unpatentable over Shu (U.S. 
6,475,987) in view of Chaudhary (WO 99/1 1971, reference B13 of the IDS filed September 17, 
2001) is maintained for reasons of record. 

Claims 13-15 encompass compositions wherein Fl is a Fc domain, and wherein a=l and 
bK) and wherein P is the consensus sequence of BCMA, wherein X does not comprise a 
naturally occurring polypeptide. 

Shu teaches that BCMA is a member of the TNF receptor family and that BCMA is the 
receptor for TALL-1 (column 9, lines 1 8-43). Shu teaches a method for identifying compounds 
that regulate the interaction between TALL-1 and its receptor (BCMA) comprising determining 
whether a putative regulatory compound affects the binding of TALL-1 to the receptor (BCMA) 
(column 7, lines 3-27 ). Shu teaches that fusion proteins comprising one or more extracellular 
domains of BCMA can be used in a non-cell based screening assay to identify compounds for the 
ability to bind to BCMA (column 38, lines 31-35 and 42-46). Shu teaches a composition 
comprising the extracellular domain of BCMA fused to the Fc domain of an immunoglobulin 
(column 46, lines 14-18). 

Chaudhary teaches cysteine-rich pseudo repeats in the extracellular domain of the TNF 
receptor family, wherein said cysteine rich repeats are involved in ligand binding (page 7, lines 
24-29). 

It would have been prima facie obvious at the time the claimed invention was made to 
substitute a polypeptide comprising the cysteine rich repeats of BCMA for the one or two 
extracellular domains of BCMA in a fusion protein comprising the immunoglobulin Fc domain 
as taught by Shu. One of skill in the art would have been motivated to do so by the teachings of 
Chaudhary which identify the cysteine repeat regions of members of the TNF-receptor family as 
important for ligand binding. One of skill in the art would expect that a polypeptide which is 
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shorter than the complete extracellular domain of BCMA would function in a assay to identify 
compounds which bind to the extracellular portion of BCMA 

Applicant again argues that the disclosure of Chaudhary regarding the involvement of the 
cysteine-rich pseudo repeats with ligand binding to a TNF receptor do not provide motivation to 
combine the references because "involvement" cannot be interpreted as necessary and sufficient 
for ligand binding. This has again been considered and found not to be persuasive. One of skill 
in the art need only have a reasonable expectation of success to be motivated to combine the 
references on the basis of the teachings of Chaudhary et al Applicant is referred to section 
2143.02 the MPEP, wherein it is stated 

OBVIOUSNESS REQUIRES ONLY A REASONABLE EXPECTATION OF 
SUCCESS 

The prior art can be modified or combined to reject claims as prima facie obvious as 
long as there is a reasonable expectation of success. In re Merck & Co., Inc., 800 F.2d 
1091, 231 USPQ 375 (Fed. Cir. 1986) (Claims directed to a method of treating 
depression with amitriptyline (or nontoxic salts thereof) were rejected as prima facie 
obvious over prior art disclosures that amitriptyline is a compound known to possess 
psychotropic properties and that imipramine is a structurally similar psychotropic 
compound known to possess antidepressive properties, in view of prior art suggesting the 
aforementioned compounds would be expected to have similar activity because the 
structural difference between the compounds involves a known bioisosteric replacement 
and because a research paper comparing the pharmacological properties of these two 
compounds suggested clinical testing of amitriptyline as an antidepressant. The court 
sustained the rejection, finding that the teachings of the prior art provide a sufficient basis 
for a reasonable expectation of success.); Ex parte Blanc, 13 USPQ2d 1383 (Bd. Pat. 
App. & Inter. 1989. 

The examiner maintains that because the Cysteine rich repeats were identified as being involved 
in ligand binding, one of skill in the art would have a reasonable expectation that portions of 
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TACI comprising the extracellular cysteine-rich repeats would retain the ability to bind to the 
TNF receptor. 

All other rejections and objections as set forth in the previous Office action are withdrawn in 
light of applicants amendments. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Karen A. Canella whose telephone number is (571)272-0828. 
The examiner can normally be reached on 1 1 am to 10 pm, except Wed, Fri. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Larry Helms can be reached on (571)272-0832. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



Karen A. Canella, Ph.D. 



5/13/2006 




